We read with great interest the recent article by Arcila and colleagues (1) . We present a case of exon 20 insertion mutation (A763_764insFQEA), with documented clinical and radiologic response to EGF receptor (EGFR) tyrosine kinase inhibitor (TKI). To our knowledge, this is the first report of response to erlotinib monotherapy with this particular solitary mutation (1, 2) .
The patient, a 75-year-old Chinese male ex-smoker (40 pack-years), was diagnosed with metastatic non-small cell lung carcinoma in November 2010. Fine needle aspiration of his right supraclavicular lymph node showed adenocarcinoma TTF 1þ, CK 7þ consistent with a lung primary. EGFR exon 20 insertion A763_Y764insFQEA was detected on sequencing of the primary tumor (3). In view of potential de novo resistance, palliative first-line treatment chemotherapy with single-agent gemcitabine, followed by singleagent docetaxel and vinorelbine at progression were used (platinums were not used because of creatinine clearance of 40 mL/min, a borderline performance status ECOG1, multiple comorbidities of hypertension and cerebrovascular accident). Stable disease [Response Evaluation Criteria in Solid Tumors (RECIST) criteria] was achieved with relatively short progression-free survival. At progression of disease in August 2012, 100 mg of erlotinib daily was initiated, at reduced dose due to his multiple comorbidities. Nonetheless, he reported grade 3 skin toxicity that required further dose reduction of erlotinib to 100 mg every other day. Despite the reduced dose of erlotinib, he achieved partial response (RECIST) at the 2-month computer tomography (CT) imaging assessment (see Fig. 1 
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After EGFR TKI Figure 1 . Computer tomography scans of the patient before and after treatment with erlotinib. The sum of measurements of the lung and lymph node lesions (indicated by arrows) before and after treatment is also shown.
Molecular
Cancer Therapeutics that this particular mutation is likely a sensitizing mutation to EGFR TKI, despite its location in exon 20, consistent with the predicted function by the in silico molecular modeling reported by Arcila and colleagues (ref. 1; of c-helix mutations not affecting the drug binding site). We note a previous report (4) of documented response to 25 mg daily of erlotinib in EGFR mutants. Other known sensitizing mutations were not found in either the tumor or the circulating DNA (in plasma) of this patient (5), making it highly likely that the positive response was due to the EGFR exon 20 insertion mutation A763_Y764insFQEA.
Our findings highlight the heterogeneity of clinical response for exon 20 insertion mutations to EGFR TKI. Future research on this intriguing mutation is needed to delineate its position as a predictive marker for non-small cell lung carcinoma.
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